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AB The invention relates to a preparation of pyrimidine derivs. of formula I 

[wherein: Rl is H, ( cyclo ) alkyl , aryl, CN, or haloalkyl, etc.; R2 is H, alkyl, 



alkoxy, aryl, halogen, or haloalkyl, etc.; R3 is alkenyl, alkenyloxy, 
alkynyloxy, heteroarylthio, or arylthio, etc.; R4 is alkenyl, alkenyloxy, 
alkoxyalkyl, alkyl, or alkylthio, etc.; R5, R6, R7, and R8 are independently 
selected from H, alkenyl, alkyl, cyanoalkyl, alkylcarbonyl , or alkoxysulf onyl , 
etc.; A is (hetero) aryl, cycloalkyl, cycloalkenyl , or heterocycle] , useful as 
ghrelin receptor modulators. The invention compds . are useful in the 
prevention or treatment of disorders regulated by ghrelin receptor (anorexia, 
cancer cachexia, eating disorders, obesity, and diabetes mellitus, etc.). For 
instance, pyrimidine derivative II was prepared via heterocyclization of 2- (4- 
nitrophenyl ) -3-oxopentanenitrile with CH2N2, reduction of the obtained 
(nitrophenyl ) pyrimidine derivative III (R9 = N02), and subsequent reductive 
amination of 4-chlorobenzaldehyde by the obtained ( aminophenyl ) pyrimidine 
derivative III (R9 = NH2) (yields: heterocyclization - 27%, reduction - 90%, 
reductive amination - 29%). The preferred compds. stimulate ghrelin receptor 
with EC50 in a range of about 0.001 jaM to about 0.1 uM. Other preferred 
compds. inhibit the activity of ghrelin receptor with IC50 in a range of about 
0.001 uM to about 0.1 |aM. 
IT 848666-32-0P 848666-42-2P 848666-43-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of pyrimidine derivs. useful as ghrelin receptor modulators) 
RN 848666-32-0 ZCAPLUS 

CN 4-Pyrimidinepropanamide, 2 , 6-diamino-5- [ 4- [ [ ( 4- 

chlorophenyl) methyl] amino ] phenyl ] -N-phenyl- (CA INDEX NAME) 




RN 848666-42-2 ZCAPLUS 

CN 4-Pyrimidinepropanamide, 2 , 6-diamino-5- [ 4- [ [ ( 4- 

chlorophenyl) methyl] amino] phenyl] -N- (3-methylphenyl) - (CA INDEX NAME) 



0 




RN 848666-43-3 ZCAPLUS 

CN 4-Pyrimidinepropanamide, 2 , 6-diamino-5- [ 4- [ [ ( 4- 

chlorophenyl ) methyl ] amino] phenyl ] -N- (3-methylphenyl ) -, 



mono (trifluoroacetate) (9CI) (CA INDEX NAME) 



CM 1 

CRN 848666-42-2 
CMF C27 H27 CI N6 0 



0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




IT 848666-33--1 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reactant; preparation of pyrimidine derivs. useful as ghrelin receptor 
modulators) 
RN 848666-33-1 ZCAPLUS 

CN 4-Pyrimidinepropanamide, 2 , 6-diamino-5- ( 4-nitrophenyl ) -N-phenyl- (CA 
INDEX NAME) 



